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(B) TYPE: nucleic acid 

(C) STRANDEDNESS: single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO : 2 9 : 
AATGCGGCCA CTCCAAGGAG GCCGGGAGGA TTGTGGGAGG CCAAGACACC CAGGAAGGAC 6 0 

GCTGGCCGTG GCAGGTTGGC CTGTGGTTGA CCTCAGTGGG GCATGTATGT GGGGGCTCCC 12 0 

TCATCCACCC ACGCTGGGTG CTCACAGCCG CCCACTGCTT CCTGAGGTCT GAGGATCCCG 18 0 

GGCTCTACCA TGTTAAAGTC GGAGGGCTGA CACCCTCACT TTCAGAGCCC CACTCGGCCT 2 40 

TGGTGGCTGT GAGGAGGCTC CTGGTCCACT CCTCATACCA TGGGACCACC ACCAGCGGGG 3 00 

ACATTGCCCT GATGGAGCTG GACTCCCCCT TGCAGGCCTC CCAGTTCAGC CCCATCTGCC 3 60 

TCCCAGGACC CCAGACCCCC CTCGCCATTG GGACCGTGTG CTGGGTAAAC GGGCTGGGGG 42 0 

TCCACTCAGG AGAGGCCCTG GCGAGTGTCC TTCAGGAGGT GGCTGTGCCC CTCCTGGACT 4 80 

CGAACATGTG TGAGCTGATG TACCACCTAG GAGAGCCCAG CCTGGCTGGC CAGCGCCTCA 54 0 

TCCAGGACGA CATGCTCTGT GCTGGCTCTG TCCAGGGCAA GAAAGACTCC TGCCAGGGTG 600 
ACTCCGGGGG GCCGCTGGTC TGCCCCATCA ATGATACGTG GATCCAGGCC GGCATTGTGA 66 0 

GCTGGGGATT CGGCTGTGCC CGGCCTTTCC GGCCTGGTGT CTACACCCAG GTGCTAAGCT 72 0 

AC AC AG AC T G GATTCAGAGA ACCCTGGCTG AATCTCACTC AGGCATGTCT GGGGCCCGCC 7 80 

CAGGTGCCCC AGGATCCCAC TCAGGCACCT CCAGATCCCA CCCAGTGCTG CTGCTTGAGC 84 0 

TGTTGACCGT ATGCTTGCTT GGGTCCCTGT GAACCATGAG CCATGGAGTC CGGGATCCCC 9 00 

TTTCTGGTAG GATTGATGGA ATCTAATAAT AAA 933 
(2) INFORMATION FOR SEQ ID NO : 3 0 : 
(i) SEQUENCE CHARACTERISTICS: 
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(A) LENGTH: 980 base pairs 

<B) TYPE: nucleic acid 

(C) STRANDEDNESS : single 

(D) TOPOLOGY: linear 

(ii) MOLECULE TYPE: DNA 



(xi) SEQUENCE DESCRIPTION: SEQ ID NO : 3 0 : 
CCTGTGGTCG CCCCAGGATG CTGAACCGAA TGGTGGGCGG GCAGGACACG CAGGAGGGCG 60 

AGTGGCCCTG GCAAGTCAGC ATCCAGCGCA ACGGAAGCCA CTTCTGCGGG GGCAGCCTCA 12 0 - 

TCGCGGAGCA GTGGGTCCTG ACGGCTGCGC ACTGCTTCCG CAACACCTCT GAGACGTCCC 180 

TGTACCAGGT CCTGCTGGGG GCAAGGCAGC TAGTGCAGCC GGGAC CAC AC GCTATGTATG 24 0 

CCCGGGTGAG G C AGGTGG AG AGCAACCCCC TGTACCAGGG CACGGCCTCC AGCGCTGACG 3 00 

TGGCCCTGGT GGAGCTGGAG GCACCAGTGC CCTTCACCAA TTACATCCTC CCCGTGTGCC 3 60 

TGCCTGACCC CTCGGTGATC. TTTGAGACGG GCATGAACTG CTGGGTCACT GGCTGGGGCA 42 0 

GCCCCAGTGA GGAAGACCTC CTGCCCGAAC CGCGGATCCT GCAGAAACTC GCTGTGCCCA 48 0 

TCATCGACAC ACCCAAGTGC AACCTGCTCT AC AG C AAAG A CACCGAGTTT GGCTACCAAC 540 

C C AAAAC CAT CAAGAATGAC ATGCTGTGCG CCGGCTTCGA GGAGGGCAAG AAGGATGCCT 6 00 

GCAAGGGCGA CTCGGGCGGC CCCCTGGTGT GCCTCGTGGG TCAGTCGTGG CTGCAGGCGG 660 

GGGTGATCAG CTGGGGTGAG GGCTGTGCCC GCCAGAACCG CCCAGGTGTC TACATCCGTG 72 0 

TCACCGCCCA CCACAACTGG ATCCATCGGA TCATCCCCAA ACTGCAGTTC CAGCCAGCGA 7 80 

GGTTGGGCGG CCAGAAGTGA GACCCCCGGG GCCAG'GAGCC CCTTGAGCAG AGCTCTGCAC 84 0 

CCAGCCTGCC CGCCCACACC ATCCTGCTGG TCCTCCCAGC GCTGCTGTTG CACCTGTGAG 9 00 

CCCCACCAGA CTCATTTGTA AATAGCGCTC CTTCCTCCCC TCTCAAATAC C C TT ATT T T A 9 60 

TTTATGTTTC TCCCAATAAA - 9 80 
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CLAIMS: 

1. An isolated proteinaceous molecule involved in or associated with regulation of cell 
activity and/or viability comprising a sequence of amino acids encoded by a nucleotide 
sequence, at least a portion of which, is capable of being amplified by polymerase chain reaction 
(PCR) using the following primers: 

5' ACAGAATTCTGGGTIGTIACIGCIGCICAYTG3' [SEQ ID NO:l]; and 
5 / ACAGAATTCAXIGGICCICCIC/GT/AXTCICC3 / [SEQ ID NO:2]; 
or a complementary form of said primers. 

2. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO:4 
or an amino acid sequence having at least 50% similarity thereto. 

3. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 6 
or an amino acid sequence having at least 50% similarity thereto. 

4. An isolated proteinase molecule according to claim 1 wherein said molecule is a serine 
proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 8 or an 
amino acid sequence having at least about 50% similarity thereto. 

5. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
serine proteinase comprising a sequence of amino acids encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO: 3 or a nucleotide sequence having at least 50% 
similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth in 
SEQ ID NO:3 under low stringency conditions at 42°C. 
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6. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
serine proteinase comprising a sequence of amino acids encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO:5 or a nucleotide sequence having at least 50% 
similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth in 
SEQ ID NO: 5 under low stringency conditions at 42°C. 

7. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
serine proteinase comprising a sequence of amino acids encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO:7 or a nucleotide sequence having at least 50% 
similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth in 
SEQ ID NO:7 under low stringency conditions at 42°C. 

8. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
kinase'comprising an amino acid sequence substantially as set forth in SEQ ID NO: 10 or having 
50% amino acid similarity thereto. 

9. An isolated proteinaceous molecule according to claim 1 wherein said molecule is a 
kinase comprising an amino acid sequence encoded by a nucleotide sequence substantially as 
set forth in SEQ ID NO:9 or a nucleotide sequence having at least 50% similarity thereto or a 
nucleotide sequence capable of hybridising to the nucleotide sequence set forth in SEQ ID 
NO:9 under low stringency conditions at 42°C. 

10. An isolated nucleic acid molecule encoding a polypeptide wherein at least a portion of 
said nucleic acid molecule is capable of being amplified by polymerase chain reaction (PCR) 
using the following primers: 

5 r ACAGAATTCTGGGTIGTIACIGCIGCICAYTG3' [SEQ ID NO:l]; and 
5'ACAGAATTCAXIGGICCICCIC/GT/AXTCICC3' [SEQ ID NO:2]; 
or a complementary form of said primers. 
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11. An isolated nucleic acid molecule according to claim 10 wherein said polypeptide is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO:4 
or an amino acid sequence having at least 50% similarity thereto. 

12. An isolated nucleic acid molecule according to claim 10 wherein said polypeptide is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO:6 
or an amino acid sequence having at least 50% similarity thereto. 

1 3. An isolated nucleic acid molecule according to claim 10 wherein said polypeptide is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 8 
or an amino acid sequence having at least about 50% similarity thereto. 

14. An isolated nucleic acid molecule according to claim 10 comprising a sequence of 
nucleotides substantially as set forth in SEQ ID NO:3 or a nucleotide sequence having at least 
50% similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth 
in SEQ ID NO:3 under low stringency conditions at 42°C. 

15. An isolated nucleic acid molecule according to claim 10 comprising a sequence of 
nucleotides substantially as set forth in SEQ ID NO:5 or a nucleotide sequence having at least 
50% similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth 
in SEQ ID NO:5 under low stringency conditions at 42°C. 

16. An isolated nucleic acid molecule according to claim 10 comprising a sequence of 
nucleotides substantially as set forth in SEQ ID NO:7 or a nucleotide sequence having at least 
50% similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth 
in SEQ ID NO:7 under low stringency conditions at 42°C. 

17. An isolated nucleic acid molecule according to claim 10 wherein said polypeptide is a 
kinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 10 or having 
50% amino acid similarity thereto. 
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18. An isolated nucleic acid molecule according to claim 17 comprising a sequence of 
nucleotides encoded by a nucleotide sequence substantially as set forth in SEQ ID NO:9 or a 
nucleotide sequence having at least 50% similarity thereto or a nucleotide sequence capable of 
hybridising to the nucleotide sequence set forth in SEQ ID NO:9 under low stringency 
conditions at 42°C. 

19. An isolated serine proteinase encoded by a gene proximal to a cluster of genes of a 
mammalian chromosome. 

20. An isolated serine proteinase according to claim 19 wherein the mammalian 
chromosome is human chromosome 16pl3.3 or its equivalent in a non-human species. 

21. An isolated serine proteinase according to claim 20 wherein the gene cluster includes 
at least two genes having the nucleotide sequence as set forth in SEQ ID NO: 3 or 5 or 28 or 
29 or 30 or a nucleotide sequence having at least 50% similarity to any one of SEQ ED NO:3 
or 5 or 28 or 29 or 30 or a nucleotide sequence capable of hybridizing to any one of the 
sequences under low stringency conditions at 42°C 

22. An isolated serine proteinase according to claim 20 wherein said serine proteinase is a 
short form of HELA2 having an amino acid sequence substantially as set forth in SEQ ID NO:4 
or an amino acid sequence having at least 50% similarity thereto. 

23. An isolated serine proteinase according to claim 20 wherein said serine proteinase is a 
long form of HELA2 having an amino acid sequence substantially as set forth in SEQ ID NO:6 
or an amino acid sequence having at least 50% similarity thereto. 

24. An isolated serine proteinase according to claim 22 encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO:3 or a nucleotide sequence having at least 50% 
similarity thereto or a sequence capable of hybridizing to SEQ I NO:3 under low stringency 
conditions at 42°C. 
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25. An isolated serine proteinase according to claim 23 encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO;5 or a nucleotide sequence having at least 50% 
similarity thereto or a sequence capable of hybridizing to SEQ ID NO:5 under low stringency 
conditions at 42°C. 

26. An isolated nucleic acid molecule comprising a nucleotide sequence encoding a serine 
proteinase and corresponding to a gene proximal to a cluster of genes encoding serine 
proteinases. 

27. An isolated nucleic acid molecule according to claim 26 wherein the gene cluster 
includes at least two genes having the nucleotide sequence as set forth in SEQ ID NO: 3 or 5 
or 28 or 29 or 30 or a nucleotide sequence having at least 50% similarity to any one of SEQ 
ID NO:3 or 5 or 28 or 29 or 30 or a nucleotide sequence capable of hybridizing to any one of 
the sequences under low stringency conditions at 42°C. 

28. An isolated nucleic acid molecule according to claim 25 comprising a nucleotide 
sequence substantially as set forth in SEQ ID NO:3 or SEQ ID NO:5 or a nucleotide sequence 
having at least about 50% similarity to either of SEQ ID NO:3 or SEQ ID NO: 5 or a nucleotide 
sequence capable of hybridizing to SEQ ID NO:3 or SEQ ID NO: 5 under low stringency 
conditions at 42°C. 

29. An isolated kinase comprising an amino acid sequence substantially as set forth in SEQ 
ID NO: 10 or an amino acid sequence having at least about 50% similarity thereto. 

30. An isolated kinase according to claim 29 encoded by a nucleotide sequence substantially 
as set forth in SEQ ID NO:9 or a nucleotide sequence having at least 50% similarity thereto or 
capable of hybridizing to SEQ ID NO:9 under low stringency conditions at 42°C. 

31. A method of regulating cell activity and/or viability said method comprising contacting 
said cell with an activity and/or viability effective amount of a serine proteinase and/or kinase. 
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32. A method according to claim 31 wherein the serine proteinase comprises a sequence of 
amino acids encoded by a nucleotide sequence, at least a portion of which, is capable of being 
amplified by polymerase chain reaction (PCR) using the following primers: 

5' ACAGAATTCTGGGTIGTIACIGCIGCICAYTG3' [SEQ ID NO:l]; and 

S'ACAGAATTCAXIGGICCICCIC/GT/AXTCICCS' [SEQ ID NO:2]; 

or a complementary form of said primers. 

33. A method according to claim 31 wherein the serine proteinase comprises an amino acid 
sequence substantially as set forth in SEQ ID NO:4 or an amino acid sequence having at least 
50% similarity thereto. 

34. A method according to claim 31 wherein the serine proteinase comprises an amino acid 
sequence substantially as set forth in SEQ ID NO: 6 or an amino acid sequence having at least 
50% similarity thereto. 

35. A method according to claim 3 1 wherein the serine proteinase comprises an amino acid 
sequence substantially as set forth in SEQ ID NO: 8 or an amino acid sequence having at least 
about 50% similarity thereto. 

36. A method according to claim 3 1 wherein the serine proteinase comprises a sequence of 
amino acids encoded by a nucleotide sequence substantially as set forth in SEQ ID NO:3 or a 
nucleotide sequence capable of hybridising to the sequence set forth in SEQ ID NO: 3 under low 
stringency conditions at 42°C. 

37. A method according to claim 3 1 wherein the serine proteinase comprises a sequence of 
amino acids encoded by a nucleotide sequence substantially as set forth in SEQ ID NO: 5 or a 
nucleotide sequence having at least 50% similarity thereto or a nucleotide sequence capable of 
hybridising to the sequence set forth in SEQ ID NO:5 under low stringency conditions at 42°C. 
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38. A method according to claim 31 wherein the serine proteinase comprises a sequence of 
amino acids encoded by a nucleotide sequence substantially as set forth in SEQ ID NO:7 or a 
nucleotide sequence having at least 50% similarity thereto or a nucleotide sequence capable of 
hybridising to the sequence set forth in SEQ ID NO:7 under low stringency conditions at 42°C. 

39. A method according to claim 3 1 wherein the kinase comprises an amino acid sequence 
substantially as set forth in SEQ ID NO: 10 or having 50% amino acid similarity thereto. 

40. A method according to claim 3 1 wherein the kinase comprises an amino acid sequence 
encoded by a nucleotide sequence substantially as set forth in SEQ ID NO:9 or a nucleotide 
sequence having at least 50% similarity thereto or a nucleotide sequence capable of hybridising 
to the nucleotide sequence set forth in SEQ ID NO:9 under low stringency conditions at 42°C. 

41. A method of modulating fertility in a mammal said method comprising modulating levels 
of HELA2 wherein increasing levels of HELA2 facilitates sperm maturation and development. 

42. A method according to claim 41 wherein fertility is enhanced by introducing 
recombinant HELA2. 

43. A method according to claim 41 wherein fertility is reduced by down regulating 
expression of the HELA2 gene. 

44. A composition comprising a serine proteinase and/or kinase capable of regulating cell 
activity and/or viability and one or more pharmaceutical^ acceptable carriers and/or diluents. 

45. A composition according to claim 44 wherein the serine proteinase is HELA2 or a 
functional derivative thereof. 



46. An isolated antibody capable of interacting with a proteinaceous molecule involved ii 
or associated with regulation of cell activity and/or viability comprising a sequence of amin< 
acids encoded by a nucleotide sequence, at least a portion of which, is capable of bein; 
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amplified by polymerase chain reaction (PCR) using the following primers: 

5' ACAGAATTCTGGGTIGTIACIGCIGCICAYTG3' [SEQ ID NO:l]; and 
S'ACAGAATTCAXIGGICCICCIC/GT/AXTCICCS' [SEQIDNO:2]; 
or a complementary form of said primers. 

47. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO:4 
or an amino acid sequence having at least 50% similarity thereto. 

48. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 6 
or an amino acid sequence having at least 50% similarity thereto. 

49. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
serine proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 8 
or an amino acid sequence having at least about 50% similarity thereto. 

50. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
serine proteinase comprising a sequence of amino acids encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO: 3 or a nucleotide sequence having at least 50% 
similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth in 
SEQ ID NO:3 under low stringency conditions at 42°C. 

51. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
serine proteinase comprising a sequence of amino acids encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO:5 or a nucleotide sequence having at least 50% 
similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth in 
SEQ ID NO:5 under low stringency conditions at 42°C. 
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52. An isolated antibody according to claim 46 wherein said proteinaceous said molecule 
is a serine proteinase comprising a sequence of amino acids encoded by a nucleotide sequence 
substantially as set forth in SEQ ID NO:7 or a nucleotide sequence having at least 50% 
similarity thereto or a nucleotide sequence capable of hybridising to the sequence set forth in 
SEQ ID NO:7 under low stringency conditions at 42°C. 

53. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
kinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 10 or having 
50% amino acid similarity thereto. 

54. An isolated antibody according to claim 46 wherein said proteinaceous molecule is a 
kinase comprising an amino acid sequence encoded by a nucleotide sequence substantially as. 
set forth in SEQ ID NO: 9 or a nucleotide sequence having at least 50% similarity thereto or a 
nucleotide sequence capable of hybridising to the nucleotide sequence set forth in SEQ ID 
NO: 9 under low stringency conditions at 42°C. 

55. An antagonist or agonist to the isolated proteinaceous molecule according to any one 
of claims 1 to 9. 

56. A method of determining a predisposition for or the presence of a cancer, said method 
comprising determining the presence of a nucleotide sequence encoding a proteinaceous 
molecule according to any one of claims 1 to 9. 

57. A method according to claim 56 wherein the nucleotide sequence encodes a 
polypeptide wherein at least a portion of said nucleotide sequence is capable of being amplified 
by polymerase chain reaction (PCR) using the following primers: 

5' ACAGAATTCTGGGTIGTIACIGCIGCICAYTG3' [SEQ ID NO:l]; and 

5'ACAGAATTCAXIGGICCICCIC/GT/AXTCICC3' [SEQ ID NO:2]; 
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or a complementary form of said primers. 

58. A method according to claim 57 wherein said nucleotide sequence encodes a serine 
proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO:4 or an 
amino acid sequence having at least 50% similarity thereto. 

59. A method according to claim 57 wherein said nucleotide sequence encodes a serine 
proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO:6 or an 
amino acid sequence having at least 50% similarity thereto. 

60. A method according to claim 57 wherein said nucleotide sequence encodes a serine 
proteinase comprising an amino acid sequence substantially as set forth in SEQ ID NO: 8 or an 
amino acid sequence having at least about 50% similarity thereto. 

61. A method according to claim 57 wherein said nucleotide sequence is as substantially set 
forth in SEQ ID NO:3 or is a nucleotide sequence having at least 50% similarity thereto or a 
nucleotide sequence capable of hybridising to the sequence set forth in SEQ ID NO: 3 under low 
stringency conditions at 42°C. 

62. A method according to claim 57 wherein said nucleotide sequence is as substantially set 
forth in SEQ ID NO:5 or a nucleotide sequence having at least 50% similarity thereto or a 
nucleotide sequence capable of hybridising to the sequence set forth in SEQ ID NO: 5 under low 
stringency conditions at 42°C. 

63. A method according to claim 57 wherein said nucleotide sequence is as substantially set 
forth in SEQ ID NO:7 or a nucleotide sequence having at least 50% similarity thereto or a 
nucleotide sequence capable of hybridising to the sequence set forth in SEQ ID NO:7 under low 
stringency conditions at 42°C. 

64. A method according to claim 57 wherein said nucleotide sequence is as substantially set 
forth in SEQ ID NO: 10 or having 50% amino acid similarity thereto. 
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65. A method according to claim 57 wherein said nucleotide sequence is as substantially set 
forth in SEQ ID NO:9 or a nucleotide sequence having at least 50% similarity thereto or a 
nucleotide sequence capable of hybridising to the nucleotide sequence set forth in SEQ ID 
NO:9 under low stringency conditions at 42°C. 
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FIG 2A 



FIG 2A(I) 



FIG 2A(E) 
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FIG 3 



FIG 3(i) 



FIG 3(li) 



FIG 3(iii) 
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FIG 4 



FIG Mi) 



FIG 
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A. Expression of recombinant Testisin in E. coli. 



HIS-N21 



HIS-C21 



kDa 




H1S-C22 



H1S-C23 



Western blot of recombinant TestJ5ln 



< 

a 

66* 
42" 



a 




UJ 




a 






UJ 


Q . 


0 




ZD' 


■ 2?'.. 


Q 









' Native . 
Purification 



C 

■ ZD- 




X 

< 



< 
LU 



Denaturing 
Runfication 



O 
CQ 



< 
5 



tu 

J— 
< 

»JI 
UJ 



32.4 kDa 



SUBSTITUTE SHEET (RlPLH 26) 

BNSDOCID; <WO. 9836054A1 J_> 



WO 98/36054 . PCT/AU98/00085 



15/62 



FIG 6(1) 



FIG. 6(11) 



FIG 6(111) 



• FIG 6 



SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9836054A1_1_> 



WO 98/36054 



PCT/AU98/00085 



16/62 



o 



H 
W 

CD 

H 
fa 



o 


o 




o 


(<! 




cd 




cd 


CD 




< 


o 




o 


<; 


o 


O 




< 


Eh 




cd 


cj 


<; 


< 




cd 


o 


CD 


cd 


cd 


o 


Eh 




o 


U 


< 


cd 


CD 


a 


CD 




cj 


O 




o 


O 




Eh 






CJ 


<: 




O 




O 






Eh 






cj 




CD 






Eh 


a 




U 






O 






Eh 






CJ 






CD 






CJ 






a 




cd 






Eh 






a 






o 






Eh 






CJ 






o 






Eh 






CJ 






o 






o 


rf; 




o 




o 






cd 


o 




o 




a 






a 






cj 




cd 






cj 


< 




o 




u 






cd 


cd 




o 




o 






Eh 






< 







o 




o 










cd 




CJ 




cj 


U). 


CJ 


Pi 


B 




CJ 


CD 




cd 




O 


Eh 


EH 




< 


cj 




u 




o 




Eh 


t— I 


o 


en 




< 


CJ 




cd 




Eh 


r> 

i — ^ 


cd 


CJ 


CD 


cd 


CD 




cd 




CD 


Pi 


<! 


CM 


O 


CJ 




< 




CJ 




CD 


ai 


CJ 




CJ 


Eh 




CJ 




CD 




CD 


cd 


CJ 


CM 


CD 


o 




CJ 




CJ 




CD 


o 


CD 




Eh 


Eh 




< 




Eh 




CJ 


Ph* 


CD 


P^ 


cj 


CJ 


< 




CD 




CD 


CD 


CJ 


CJ 


CD 


CD 


< 




CJ 




CJ 


CO 


Eh 




Eh 




CJ 




< 








Eh 




^ 
CJ 


w 


Eh 


CD 




CJ 




CJ 


Qa 


CJ 


<! 


CJ 


CD 


CD 




CJ 




CJ 


< 


< 


Q 


CD 


CD 


CD 




CD 




CJ 


< 


< 


W 


CD 


CD 


CD 




<! 




< 




CD 


CD 


CD 


CJ 


CD 




Eh 




<< 


o 


CD 


CJ 


CJ 


CD 


CD 




O 




CJ 


CO 


Eh 


> 


Eh 


CD 


CD 




O 




<! 


w 


Eh 


H 


CD 


< 




CD 




CJ 




O 


CM 


CJ 


P^ 


CJ 


CJ 






cn 








ro 








^ — i 







O 




o 




o 




CO 




o 
















^ — I 


CD 




Eh 




o 




CJ 


<; 


Eh 




Eh 




CD 




Eh 




Eh 




CD 




CD 




CJ 




U 


Eh 


<: 




<! 




< 




u 




Eh 




CJ 




U 




Eh 




Eh 






> 


CD 


Pi 


CJ 




CJ 




a 




< 




CD 




CJ 




CJ 






S 


CJ 


Eh 


CD 








< 




CD 




CJ 




CJ 




CJ 




O 




*C 


>H 


Eh 




Eh 




Eh 




U 




CD 




CJ 




CJ 


Pi 


O 


o 


<: 


>H 


CJ 




CD 




Eh 




CJ 




CJ 




CJ 




< 




CJ 


CO 


CJ 


< 


CJ 




Eh 




CD 




u 




CJ 




CJ 




CD 


CO 


CJ 


p-l 


< 




< 




CJ 




CJ 




O 




Eh 




CD 




Eh 




< 


Q 


Eh 




CJ 




CD 




CJ 




CD 




Eh 




CJ 




Eh 




CD 


CO 


CD 


CO 


CJ 




<3 




< 




U 




Eh 




CD 




CD 


CO 


Eh 




CD 




< 




CJ 




Eh 




CD 




CJ 




O 




Eh 


> 


<J 


Q 


&H 




CD 




CJ 




Eh 




< 




Eh 




o 




CD 


CD 


CJ 


CO 


CJ 


CO 


CD 




<1 




Eh 




CJ 




Eh 




<! 




CD 


CJ 


< 


>h 


CJ 


CM 


Eh 




Eh 




CJ 




<! 




CJ 




o 




Eh 


> 


CJ 


Eh 


Eh 




CD 








< 




CJ 




si 




CJ 




< 






H 


CJ 


CO 


CJ 




o 




Eh 




CJ 




Eh 




Eh 




CJ 


CO 


Eh 




U 


Eh 


Eh 




bH 




< 




Eh 




CJ 




CD 






Q 


CD 




Eh 




CD 




Eh 




CJ 




CJ 




CJ 




CD 




CD 




< 




< 




Eh 




CJ 




CJ 




CD 




CD 




u 




Eh 




CJ 




CD 


CD 


CJ 




CD 




CD 




<T\ 
























! 




CM 




m 





o 

CD 

Eh ^ 

O 
Eh 

CJ 

CD 

Eh 

< >H 

Eh 
CJ 

cj a, 

o 

< 

cj cn 

Eh 
Eh 



CD 

go 

a 

Eh ^ 
CJ 

CJ 
Eh 

cj a, 

o 

o 

< 

CD 
Eh 

Eh ^ 

a 

Eh 



o 



Eh 

<; 

Eh 
CD 



> 



BNSDOCID: <WO_ 



_9836054A1J_> 



SUBSTITUTE SHEET (RULE 26) 



"WO 98/36054 



PCT/AU98/0008S 



17/62 



o 

00 



> 



Ix, 



> 





o 




o 




o 




o 




CNl 












CO 




CN 




CN 








CN] 


N ' 








CD 




CD 






Q 
i — i 


o 


CD 


Fh 


> 


CD 




cd 




cd 




CD 


Eh 








Eh 








cd 




CO 


CO 


cd 


CD 


CO 


CO 

> y 






CD 




cd 




CD 




CD 




R 
i_ ■ 








CO 








Fh 

L. 1 




cj 


CO 


CO 

v — J 




Ph 




r, 
t_ 1 








Fh 




Fh 




r ) 




C J 




r j 




\ — j 




Fh 


] — [ 




Q 
i — i 


CO 


CO 




M— t 






CD 








CJ 








Fh 




CO 




v — y 






! — i 


CO 


CO 

v — J 


L. 1 








CO 




CO 




CO 




C ) 




CO 




r ) 




C ) 




— j 






Sr; 


Ph 


HH 


Fh 




CO 


CO 






Fh 




CO 






r ) 




(J 








r ) 

v — s 




CO 




CD 


r j 


CO 


CO 




j — j 


v — j 








CO 








C ) 




r j 




Ph 




p H 
L * 




Fh 




CJ 


<d 


Fh 


M 




Iz: 


r, 
u 




O 












Eh 




Eh 




CD 




CJ 




o 


CO 


<! 


Q 


< 


o 


U 


Eh 


< 




CD 




CJ 




< 




cj 




O 




Eh 








< 








< 




< 




Eh 








Eh 




Eh 




o 




CD 




CD 




O 








CD 


O 


CD 




Eh 


> 






CD 




Eh 




O 


cj 




CJ 




CD 




Eh 




Eh 




CD 


0 


Eh 




o 


CD 


CJ 




CD 




O 




CD 




CJ 








< 




CJ 




Eh 


HH 




Oi 


CD 


CD 


U 


Pli 


Eh 




O 




CD 




u 




CJ 




CJ 




Eh 




o 





Eh J 

CJ 

u 

CJ 
O 



3 



a 
cd a 

Eh 
CD 
Eh 
■< 
Eh 
CJ CO 
Eh 
U 



S 



cj <t; 

CD 
Eh 



a 

CD CD 

CD 

Eh 

CJ <; 

CD 

Eh 

O CJ 
Eh 
Eh 
Eh 
O 
CD 
Eh 
< 



CD 



CJ 



> 



Eh 

CD CJ 

Eh 

CJ 

cj <; 

CD 
CD 

Eh J 

Eh 

CJ 

CJ 

CJ 



CD 
U 



Eh 



O 

CJ Ch 
U 

o 
o 

Eh 

a 

Eh 

o u 

Eh 
CJ 

CD CD 
CD 



<3^ 
LO 
LO 



U3 



BNSDOCID; <WO„ 



_9B36054A1„I„> 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



PCT/AU98/00085 



18/62 





o 












o 












m 










o 








/<! 








a 








o 




CJ 




Eh 


rcc 






cj 




^ 




Eh 




o 








CJ 




■< 




Eh 


<9 


CD 




o 




O 




CJ 


at 


Eh 




o 




CJ 




CJ 




Eh 


fCC 


CD 




CJ 




Eh 


f2 


CD 




< 




Eh 


(=3 






Eh 




o 


<C 


U 




CJ 




Eh 




O 


CO 


CJ 




Eh 


f5 


Eh 




CD 




CJ 




O 




<! 




Eh 




CJ 


PL, 


O 


* 


CD 


<c 


CJ 




Eh 




Eh 


fee 


O 




CJ 




a 


<<□ 




Q 


Eh 


> 


Eh 




cd 




cd 




Eh 




< 




CD 




CJ 


<c 


o 


PL, 


CJ 




Eh 




cj 




CJ 




CJ 




o 




CJ 




Eh 






a 


o 


CD 


Fh 


CJ 


CJ 




CJ 




O 


Eh 


cj 




o 




CD 


&h 


cj 


CO 


Eh 




Eh 


CJ 


Eh 




CJ 




. CJ 


Eh 


CD 




CJ 




CJ 


Eh 


Eh 




Eh 




u 


< 


< 




CJ 




o 


CJ 


CJ 




< 




CD 


o 


U 


o 


u 


Oi 


< 


o 


O 




a 




CJ 


CD 


En 




a 






< 


O 


CO 


Eh 




O 


CJ 


^ 




CJ 




*S 


O 


O 




Fh 






Eh 




Cx 


CJ 




CJ 


Eh 


a 




CD 




o 


CJ 


u 




CJ 




o 


CJ 


o 


<: 


CD 




Eh 


CD 


o 




Eh 




CJ 


Eh 


o 




U 




< 


f< 


Eh 


s 


Eh 




CJ 


CD 


*c 




CJ 




CJ 


Eh 


O 




Eh 




o 


Eh 


Eh 




Eh 




CJ 


CD 


a 




CJ 




CJ 




*S cd 




Eh 




o 


CJ 


H <C 




CJ 


PL, 


Eh 


CJ 


H < 




CJ 




CJ 


Eh 


H O 




CJ 




CJ 


Eh 




o 


Eh 




o 


<J 


(J 




Eh 




<! 


CJ 


ID U 




Eh 




CJ 


< 




I — i 


Eh 




CD 


CJ 






Eh 




Eh 


<c 


PS 












D 






















CO 


H LD 








o 


o 


fa CO 













BNSDOCID: <WO„ 



_9B36054A1 J_. 



SUBSTITUTE SHEET (RULE 26) 



wo m/36m4 



19/62 



?CT/AU98/'0Q085 



estern- blot of :GST-Te|tisin;ussng 
anti-Te^tissri |>epti< 

Uninduced Induced 



15 
a. 



-5 

s 



I 

LL! 



x: c 

CO %™ 

5 ED 




FIG 7 



SUBSTITUTE SHEET (RULE 26) 



BNSDOCID: <WO 



_9836054A1J_> 



WO 98/36054 



PCT/AU98/00085 



20/62 



FIG 8 



FIG 8(i) 



FIG 8(ii) 



FIG 8(iii) 



SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9836054A1 



WO 98/36054 



PCT/AU98/00085 



21/62 



T3 




BNSDOCID: <WO 9B36054A1J > 



SUBSTITUTE SHEET (RULE 26) 



" WO 98/36054 



PCT/AU98/00085 



22/62 




SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9B36054A1 I > 



" WO 98/36054 



PCT/AU98/00085 



23/62 



in 




o 

> 

an 



o 

E 
o 

cl 



o 




SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9836054A1_I_> 



WO 98/36054 



24/62 



PCT/AU98/00085 



FIG 9 



FIG 9(i) 


FIG 9(ii) 


FIG 9(iii) 


FIG 9(iv) 



SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9836054A1_I_> 



WO 98/36054 



25/62 



PCT/AU98/00085 



CTN 




o 
o 
o 

CM 



o 
o 



o 
o 
o 



o 

o 

LO 



pue|6 Ajeluujblu 
pue|B Ajeai|bs 
pue|6 ppjAifl 
pue|6 (Euajpe 
puB|6 Ajeimiid 
sesJDUEd 
Ajbao 

qOELUO^S 

e;E;sojd 
srua*n 
jappEjq 

UOjOO 

apsntu |e}a|a>p 
eyoe 

JJB9LJ ■ 
pjoo jEUlds 
■pnu m qns 

- snaJE|Bn; 
-aqo| |BJ0dinai 
|-ej6iu isqns 
jLuaiuEjnd 
|L saqoj (Eindpoo 

-•|qo E||npsLu 

- sndtueooddiLi 
-aqoi ieiuoji 
-xayoo |Bjqajao 
-lunnaqajao 
-snapnu a^spneo 
-B|epBAiuB 

i-uiejq apq/A 



(s}iun /LiPUiqJE) /aisua;u| VNii 



SUBSTITUTE SHEET (RULE 26) 



BNSDOC1D: <WO_ 



WO 98/36054 



PCT/AU98/00085 



26/62 



CM 

< 

I 

LU 
X 



CO 

h- 

ULi 



o o 
o — 

CM 



O 
O 

o 



o 
o 

U J 



|-(6uo09) VNQ wnq 
- (Buqol) VNQ ujn M 
-VNO 1°0 UELtinq 
_( V )J A|Od 
-VNd IP 0 '3 
-VNd lioo '3 

-VNy l se ^ A 
-6un| lejaj 
-sniuAq) |ej9j 
|-uaa|ds jEjaj 
3-jaAii je;ei 
;_Aaupi>i |B}aj 
-ysaq |e^9j 
-utejq le^aj 
e}uaoB]d 
eaipej) 
6un| 

xipuadde 
MOJJBuu auoq 
apou L|duuA| 
sa]Aoo>ina| jejaqduad 
sniuAq} 
-uaa|ds 
-auiisaiui news 

rjaAi| 
Aaupi>i 



(s}tun AjBJ^iqJB) /4|suaiu| VNbl 




SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9836054A1_I_> 



- WO 98/36054 



27/62 



PCT/AU98/00085 



CO 

z 

O 
O 
CO 



K-:-:-:-:-:-:-.-:-.-:-:-x-:-:-x-:- ~pue|6 Ajbujujeiu 
>>>>:>:->x':? --puB|6 /ubai|BS 



On 



o 
o 
o 

CsJ 



o 
o 

LO 



E 



EE. 



E 



E 



o-puB|6 piojAq} 
;-pue|6 leuajpe 
]-puB|6 /JB^nijd 

]-SB3JDUEd 

]-Ajbao 

9}B}SOjd 

snj9^n 
|-jappB|q 

uoioo 
-aiosniu |B|3|a>is 

-E^OB 

PJOO |BUldS 

-•pnu *m qns 
]- snuueieqi 
-sqo| iBJodiua^ 

ej6iu }sqns 
t-uaiUB*nd 
]- saqoj |B;ndpoo 
;- iqo Bijnpauj 
]- sndoiBOoddiq 
;-aqo| |E}UOJj 

j-X3]J03 (BJq3J80 

Lun||aqajao 
3- snapnu a^BpnBO 

:-B|Ep6AlJUB 

-uiBjq a|oqM 



E 



o 
o 
o 



o 
o 

LO 



(sjiun AjBJ^iqjB) A|isua;u] VNd 



SUBSTITUTE SHEET (RULE 26) 



BNSDOCID: <WO„ 



_9836054A1J_> 



WO 98/36054 



28/62 



PCT/AU98/00085 




(6uoog) VNQ Luni] 
(BuoOL) VNQ ^nq 
VNQ 1°3 ueiunq 
(V)J A|Od 
VNO !|oo -g 

VNd !l OD 3 
VNiyi *seaA 
VNd *seaA 
6un| |eiai 
t-snuiALjvieiaj 

JSAlj \B\Bi 

Asupi>i \e\B\. 

:-uiejq ie}aj, 
;-e}uaoe|d 

6un| 
-xipuadde 

mojjblu auoq 
-apou L]duuA| 
-saiAoo^nai jejaqduad 
:-snLuAqi 
-uaajds 
-auijsajui news 

-J3AI| 

-Aaupi>| 



s}iun AjeJiiqje) A}isua}U| VNH 



ON 



SUBSTITUTE SHEET (RULE 26) 



BNSDOCID: <WO„ 



_9B36054A1J_> 



WO 93/36054 



PCT/AU98/00085 



29/62 



CO 



SV3U0NVd 
A3NQ1>1 

BlOSniAl 

U3AH 
ON HI 
VXN30Vld 

L 



LOU) 



LO 

into *t *t co 

' IS B : S X 




N0103 

AH¥AO 

. . ..... . ■': ■-. 




€3 
ID 



< 



LU 



CO 

Z 

O 

o 



GO 



SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9836054A1_I_> 



-WO 98/36€>54 



PCT/AU98/00085 




if) 
CD 

E 

1— 



CM 

CCL 



XI 

*E 
o 

o 

Q 

CXI 

> 



o 

CL XI 



E 
o 

o 
a> 

CO 

'>'■■ 
a. 



CO 
l-O 

o 
cn 



L 



CO 

CO 
CM 

3£ 



en- 
£~ 

CO 

■a. 

Cl>| 

El 
a 
„E 

V) 



ID 

LL.J 



o 



o 




CL 

CD 



BNSDOCID: <WO 9836054A1 \ > 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



31/62 



PCT/AU98/0OO8S 




FIG 12 



SUBSTITUTE SMf'ET (RDU-: ^) 

BNSDOCID: <WO 9B36054A1_I_> 



WO 98/36054 



32/62 



PCT/AU98/00085 




BNSDOC1D: <WO_ 



_9836054A1_L> 



WO 98/36054 



PCT/AU98/00085 



33/62 



TSC2 
PKD1 



Telomere - 

A 



HELA2 (TESTISIN) 



(kb) 

- D16S94 

80 

J= D16S246 



FIGURE 13 B 



MEF 



256 



-- D16S468 / S3070 
23 D16S0382 

25 

-- D16S3370 
-- 17 D16S52617 

60 



D16S3373 
D16S3275 



55 



D16S3376 



05 



D16S475 



181 



._ D16S3382 

36 



RSTS 



D16S2622 



T 

CENTROMERE 
SUBSTITUTE SHEET (RULE 26) 



BNSDOCID: <WO 9836054A1J_> 



WO 98/36054 



FIG 14 34/62 

A. Northern Blot 

438 623 



Of- X 



PCT/AU9S/0G08S 



5 798 

T N T 



B .. mmmoB stoofe m i siry - 



SUBSTITUTE SHEET (BlSsAv. 2&) 



BNSDOCID: <WO 9836054A1_L> 



WO 98/36054 



PCT/AU98/00085 



35/62 



LU 

I 

< 

o 

GO 



CL 

O 

o 
t_n . 

o 
o 

o 
o 

CO 

o 
o 

C\J 

o 

o 



to 




UJ 

DC 

o 

LL 



LU 



CO £ 

< -a 

CJ (7) 

DC ctS 



to % 

UJ 



c 
o 



CO CO i — LO c\J 
\f CD N 03 Q) 

cm r- cm 



N \f (D O (D 

O) ^ t- O U) 

CO N C\j c\| 
CM 



< CQ O Q LU 



55 .«° 

h- o 



g. 



O 
X 
UJ 



I s " °^ OQ C\J N O) 
CD N ^ O) 



t — CM 



CO 



CD CO 
A 



CO CO 00 
(O CO CD 
t — CM t — CO 



= ^ > > 



SUBSTITUTE SHEET (RULE 26) 

BNSDOCID: <WO 9B36054A1 I > 



" WO 98/36054 



PCT/AU98/00085 



36/62 

FIG 16 



— 1 

FIG 16(i) 




FIG 16(ii) 


FIG 16(iii) 


FIG 16(iv) 


FIG 16(v) 


FIG 16(vi) 





SUBSTITUTE SHEET (RULE 26) 



BNSDOCID: <WO. 



_9B36054A1J_> 



WO 98/36054 



PCT/AU98/00085 



37/62 



o 


O 


o 


O 


o 


o 


o 




o 


o 


o 


O 


O 


LO 


o 


LO 


O 


LO 


o 


LO 


o 


LO 


o 


LO 


O 


LO 


t — 1 


<H 


CM 


CXI 


ro 


CO 






LO 


LO 







Cn 




fd 


4-J 


Cn 


4-J 




CJ 


4-J 


4-3 


u 


a 


Cn 


Cn 




cj 


Cn 


Cn 


u 


Cn 


Cn 


4-3 




o 




fd 


u 


Cn 


Cn 


U 




o 




Cn 


u 


4-J 


Cn 


^rd 




o 




Cn 


Cn 


u 


fd 


Cn 




o 


Cn 


fd 


Cn 


o 


o 


Cn 




<J 


Cn 


rd 


fd 


4-J 


Cn 


fd 




o 


fd 


Cn 


u 


o 


Cn 


rd 






o 


fd 


u 


rd 


Cn 


rd 






-U 


Cn 


4-J 


Cn 


cd 


fd 






4-J 


4J 


-LJ 


Cn 


C3 


b) 




Eh 


u 


4-J 


u 


Cn 


Cn 


rd 




r i 


rd 


-P 


p 


Cn 


p 


fd 




O 


Cn 


Jp 


fd 


rd 


Cn 


u 




O 


Cn 


_p 


Cn 


fd 


Cn 


fd 






Cn 


4-3 


u 


4-3 


Cn 


Cn 


* 


o 


_u> 


4-3 


tjt 


4-J 


p 


fd 






O 


4-J 


u 


4-3 


Cn 


o 






Cn 


jp 


Cn 


U 


Cn 


Cn 7 




















(IS 


4-J 


Cn 


Cn 


4-J 


p 


o 


o 


4-3 


4-> 


P 


-p 


Cn 


o 


X 


a 


Di 


4-J 


Cn 


u 


Cn 


Cn 




s. 


fd 


-P 


fd 


u 


rd 


Cn 






fd 


4-> 


o 


fd 


Cn 


Cn 




CJ 


u 


4-> 


Cn 


4-J 


Cn 


a 




Eh 


u 


P 


-P 


u 


fd 


u 




< 


a 


4-> 


Cn 


o 


Cn 


u 






P 


4-J 


fd 


Cn 


Cn 


o 




< 


u 


4-J 


Cn 


4-J 


4-) 


o 




o 


u 


P 


Cn 


4-) 


u 


fd 




u 


Cn 


-U3 


P> 


U 


Cn 


Cn 




on 


fd 


P 


O 


u 


p 


Cn 




tj) 


o 


fd 


Cn 


Cn 


Cn 


rd 




Cn 


P 


fd 


Cn 


Cn 


Cn 


o 




4J 


o 


4-3 


fd 


rd 


4-> 


u 




o 


u 


U 


u 


fd 


U 


Cn 




-p 


Cn 


Cn 


u 


Cn 


u 


rd 




Cn 


4-3 


fd 


o 


Cn 


o 


U 




Cn 


o 


o 


tj) 


fd 


o 


Cn 




Cn 


u 


P 


o 


O 


Cn 


Cn 




o 


-p 


u 


-P 


-P 


Cn 


Cn 




o 


o 


o 


Cn 


u 


rd 


u 




fd 


p> 




-P 


o 


u 


Cn 




o 


D) 


fd 


u 


u 


u 


rd 




o 


fd 


u 


p> 


Cn 


On 


rd 




4-J 


Cn 


u 


u 


Cn 


Cn 


u 




Cn 


4-3 


fd 


Cn 


tj) 


Cn 


U 




On 


Cn 


a 


4-J 


u 


fd 


rd 




Cn 


fd 


u 


-P 


a 


U 


u 




Cn 



cd 
Eh 



Eh 
CD 



CJ 
CJ 



CD 



U 



U CJ 

CJ CD 

CJ O 

CD O 

cj a 

o cd 

o ^ 

<! O 

<! 

u cj 

u cd 

U CD 

Eh < 

cj cd 

CD CD 

CD CD 

CD < 



Eh 

a 

CD 

CD 
CD 



a 

CD 
CD 
Eh 
O 
CD 

Eh 

CJ 
CD 
Eh 

CJ 
CD 
O 
O 
CD 
O 
CD 
O 
CD 
CJ 



U 
Cn 
U 



fd 
Cn 
Cn 



< 

o 
Pi 

Eh 



Cn 
Cn 
O 
-P 
o 

Cn 
aj 
Cn 

4-1 

Cn 

CD 

CD 

CJ 

CJ • 

CD 



Cn 
fd 
Cn 
Cn 
Cn 

U 
fd 
Cn 
Cn 
fd 
Cn 
Cn 
Cn 
Cn 

4-> 



Eh 


CD 


CD 




Cn 


CJ 


CJ 


CJ 




Cn 


CD 


CD 


CD 


CD 


u 




CJ 


CJ 


CD 


Cn 




CD 


CD 


< 


rd 


Eh 


CD 


CD 


CJ 


Cn 


Eh 


CJ 


CD 


Eh 


Cn 


< 


CJ 


Eh 


CJ 


Cn 


CD 


CJ 


< 


< 


Cn 


CD 


CD • 


CJ 


. a 


Cn 


< 


CD 


CJ 


CD 


U 


CD 


CD 


CD 


EH 


Cn 


CD 


CJ 


CD 


CJ 


Cn 


CD 


CJ 


< 


CD 


td 


Eh 


CJ 


CD 


CD 


Cn 


Eh 


CJ 


CD 


CD 


Cn 


Eh 


< 


< 


CJ 


Cn 


CD 


CD 


CD 


Eh 


Cn 


CD 


CJ 


< 


a 


4-J 


Eh 


CD 


CD 


CD 


fd 


CJ 


CD 


CD 


CD 


Cn 


CJ 


CD 


CD 


Eh 


Cn 


CD 


O 


CJ 


CJ 


Cn 


CD 


CD 


CD 


CD 


o 


CD 


< 


CJ 


Eh 


Cn 


Eh 


CJ 


CJ 


CJ 


Cn 


Eh 


CJ 


CD 


CD 


4J 


CJ 


CJ 


CD 


E-< 


u 


a 


CJ 


< 


CJ 


Cn 


CJ 


CJ 


CJ 


CD 


4-> 



CD 



BNSDOCID: <WO_ 



_9836054A1_I_> 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



PCT/AU98/00085 



38/62 



o 


o 


o 


o 


o 


o 


O 


O 


o 


O 


o 




o 


LO 


o 


LD 


O 


i_n 


o 


in 






00 


00 




cn 


O 


o 




rH 












rH 


rH 


rH 


rH 



o 
o 



CJ 

o 

O 

o 
o 
o 
o 



o 

X! 



O 
O 
CJ 
E-« 
O 
< 
Dl 
fd 

u 
Dl 
o 
o 
o 

u 
-p 

Dl 
-P 

4-3 
O 
4-J 
-P 
O 

fd 
o 

-P 
Di 

fd 



o 

Eh 
H 



Dl 
Dl 

-P 
4-> 

Di 
u 
u 
Di 
Di 
Di 



4-J 
U 
Dl 
4-1 
U 

(d 

-P 
-U 
-P 
O 



O 

fd 

-P 

Di 
fd 
fd 
fd 
Di 
Di 



fd 
Di 



4J 
Di 



Di Dl 

fd Di 

Di 4J 

Di O 



Di 
-P 
Di 
O 



a 
a 

Di 



fd 


u 


4-J 


fd 


Dl 


u 


Dl 


Di 


a 


Di 


u 


Di 


o 


Dl 


Di 


Di 


Di 


Dl 


fd 


fd 


4J 


Di 


Dl 


Dl 


Di 


u 


Dl 


4-» 


fd 


O 


u 


Dl 


-P 


u 


Dl 


4J 


fd 


Dl 


Di 


a 


4-3 


Di 


-P 


-p 


fd 


fd 


fd 


U 


a 


u 


Di 


4J 


4-J 


u 


fd 


u 


Dl 


o 


u 


o 


Dl 


Di 


fd 


Di 


fd 


o 


Dl 


fd 


Di 


u 


Dl 


Dl 


Di 


Di 


Dl 


u 


Dl 


fd 


U 


-P 


fd 


fd 


Dl 


Di 


U 


Dl 


Dl 


a 


Di 


Di 


Di 


4-3 


4-3 


Dl 


-P 


fd 


Dl 


fd 


-P 


O 


o 


o» 


tn 


fd 


U 


u 


O 


Di 


Dl 


• -P 


o 


Dl 


Di 


Dl 


-P 


Di 


Di 


a 


Di 


u 


u 


Di 


u 


Di 


fd 


Dl 


Di 


u 


Di 


4-3 


Dl 


Dl 


u 


fd 


O 


Di 


Di 


o 


Di 


a 


fd 


O 


D) 


Dl 


fd 


-P 


fd 


u 


4-> 


o 



Di 
Di 
fd 
Di 
fd 
Di 
Dl 
Di 
fd 
fd 

fd 
Dl 
fd 
Di 



tn 


Di 


tn 


o 


o 


4-1 


tn 


CD 


Di 


o 


tn 


Dl 


Di 


< 


4-> 


u 


u 


4-J 


cn 


CJ 


Dl 


u 


fd 


Dl 


o 


Eh 


Dl 


tn 


Di 


fd 


b) 


< 


fd 


u 


Di 


u 


u 




Dl 




O 


u 


o 


Eh 


O 


o 


rd 


4-) 


Cn 


o. 


O 


4-1 




u 


tn 


CJ 


tn 


u 


4J 


4-J 



o 
u 

4-) 

fd 
u 
o 
fd 
tn 

4_> 

o 

4-) 

u 
u 

4-J 



Di 4-J 
Dl Dl 



Di 
fd 
fd 
tn 

4-1 
4J 

Di 
tn 
Dl 
tn 
U 
rd 
Dl 
tn 

O 
U 
U 

4-> 
4-> 
4J 
U 

Di 

4-J 

tn 

O 

rd 

rd 

fd 

rd 

rd 

O 

tn 

Dl 



rd 
U 
Dl 
fd 

U 

4J 
O 

tn 

Dl 

o 
tn 
O 
o 
u 

4-J 

o 
o 
tn 

4-J- 

o 
Di 
Di 
tn 
Di 

Di 
Dl 

4-1 
4J 
U 

tn 
Di 
Di 
U 



< CD 
CD 



< CD 
O 



< 
CD 

CD CD 
Eh Eh 
CD 
CD 
CD 



CD 
CJ 



CD CJ 
CD < 
Eh CJ 
Eh 
CJ 

CJ «=£ 
CJ CJ 
CD CD 



Eh a 
CD 



Eh 
CD 

CJ CJ 



CJ 

Eh Eh 
< CD 



cj 

. Eh 
O 

CD 
CD 
CJ 
< 
CD 

a 

CJ 

• CD' 

• CD 

• CJ 

cn 

CD 

O <J 



Dl 4J 



CJ 
CJ 

< 

CD 
tn 
rd 
Di 



CD 



CD CD 

Eh Eh 

CJ CJ 

CJ O 



CJ 
Eh 
< 

o CD a 

CD < CJ 

CJ CD < 

CD O 

CD CJ 



CD CD 



CJ 

CD Eh 
CD U 



CD 
Eh 

CJ CJ 

CJ CJ 

CD CD 

CD < 

Eh CD 

Eh Eh 

CD CD 

cj <; 

CD CD 

CD CD 

CD CJ 
CJ 
Eh 



CD 
Eh 

< 
Eh 
CD 
CJ 
< 
CJ CJ 
CD CJ 
CJ CJ 
< Eh 
CD Eh 



CJ 



CD 
CJ 



BNSDOC1D: <WO„ 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



PCT/AU98/00085 



39/62 



o 


o 


O 


o 


o 


o 


o 


c 


O 


O 


o 


O 


O 


O 


i_n 


o 


LO 


o 




o 


LO 


o 


LO 


o 


LO 


O 


LO 


O 


CN 


ro 


ro 






LO 


LO 




UD 






CO 


CO 


Ch 


rH 


rH 


T— 1 


rH 


rH 


rH 


T 1 


rH 


rH 




rH 


rH 


rH 


rH 



o 

E-i 
H 



4— ' 


4 — ' 




r t 


r \ 
w 




rn 


4J 


tn 


fd 


Cj 


rj 


Cn 


Cn 


4-> 


U 


-P 


u 




-P 


4-J 


fd 


a 


-P 


O 


Cn 


tn 


tn 


U 


-P 


rd 


u 


a 


fd 


fd 


tn 


4-J 


O 


tn 


4—> 


4 — ' 


■ i 

A—> 


r \ 
\J 


rri 




rn 


r ) 


Q 


4_J 


4_) 


rj 


fd 




CJ1 


i 1 


_i — i 




rn 


r ) 


r ) 


tn 


rj 


fd 


4J 


o 


4—' 


' fn 


Kjl 


-j — ' 






r ) 


Cj 


4-J 


Cn 


Cj 


4_J 


u 


r ^ 


j_j 
-i — 


rrt 






4_) 


tn 


CJ 


fd 


-P 


4-J 


4-J 


-p 


r \ 
v_/ 


r ) 


r i 


4_) 




tn 


tn 


-p 


fd 


o 


_1_J 


Cn 


fd 


rri 


r ^ 


r ) 


rri 


r ) 


tn 


rn 


CJ 


rj 


4J 


CJ 


fd 


u 


i ) 

A — "* 


w ' 


-t — * 


rri 


4_j 


4-J 


rj 


_p 


-p 


4-J 


CJ 


CJ 


o 


| ) 


tn 






4_) 


o 


Cj 


fd 


o 


o 


-P 


fd 


-p 


4-J 


V 


fd 


fd 


-P 


u 


u 


a 


tn 


u 


U 


o 


o 


O 


tn 


u 


o 


4-) 


4-J 


u 


Cn 


tn 


o 


Cn 


a 


a 


rri 






u 


4-) 


rj 


o 


4-J 


-P 


fd 


Cn 


fd 


o 




fd 


o 


4-J 




O 


fd 


tn 


4-J 


o 


Cn 


u 


tn 


w ' 




rri 




rj 


O 


o 


Cn 


rj 


u 


4-J 


fd 


fd 




tn 


(j 


fd 


rj 


y 


Cn 


4-J 


rj 


o 


CJ 


fd 


o 


r ) 


4_J 


fd 




4_) 


rj 


fd 


tn 


tn 


CJ 


4-J 


u 


a 


* \j 


tn 


4_) 


4_) 


U 




o 


o 


tn 


fd 


tn 


Cn 


Cn 


^ — ' 




4J 


tn 


4P 


4J 


o 


tn 


fd 


tn 


4-J 


fd 


fd 




Cn 


tn 


tn 


U 


■ fd 


tn 


tn 


tn 


fd 


o 


u 


4-J 


tn 


_p 


tn 


fd 


-P 


o 


tn 


-P 


Cn 


fd 


-P 


tn 


Cn 


-P 


tj) 


O 


o 


-P 


4-J 


fd 


-P 


-P 


o 


Cn 


fd 


Cn 


tn 


4-3 


O 


-P 


fd 


u 


fd 


fd 


o 


fd 


Cn 


.p 


fd 


fd 


4-) 


Cn 


-P 


4-J 


u 


a 


u 


u 


tn 


-P 


tn 


u 


tn 


tn 


fd 


tn 


tn 


u 


O 


fd 


o 


4-J 


Cn 


fd 


4P 


D) 


fd 


O 


-P 


tn 


fd 


tn 


u 


a 


Cn 


-p 


fd 


u 


Cn 


fd 


tn 


O 


tn 


o 


fd 


a 


tn 


Cn 


-P 


u 


Cn 


nj 


fd 


-P 


O 


4-J 


a 


tn 


u 


4-J 


fd 


tn 


tn 


-P 


tn 


tn 


u 


O 


-P 


o 


4J 


4P 


Cn- 


Cn 


Cn 


fd 


tn 


tn 


J_J 


Cn 


fd 


4J 


4-J 


o 


fd 


tn 


tn 


-P 


-p 


4J 


-P 


tn 


4-J 


fd 


4-J 


fd 


rd 


fd 


tn 


Cn 


4J 


4J 


4-J 


o 


u 


tn 


tn 


U 


u 


o 


u 


tn 


4-J 


-p 


Cn 


tn 


tn 


tn 


4J 


tn 


fd 


u 


tn 


u 


tn 


o 


u 


4J 


fd 


tn 


Cn 


u 


tn 


a 


fd 


tn 


Cn 


-P 


4-J 


fd 


tn 


o 


tn 


tn 


tn 


fd 


fd 


tn 


tn 


-p 


fd 


u 


tn 


tn 


o 


fd 


-P 


tn 


tn 


u 


4-3 


tji 


u 


a 


Cn 


Cn 


Cn 


o 


U 


4J 


fd 


tn 


fd 


u 


-P 


u 


Cn 


fd 


fd 


-P 


o 


fd 


u 


u 


4-J 


a 


fd 


tn 


-P 


-P 


a 


4J 


o 


fd 




fd 


o 


o 


o 


u 


4-) 


fd 


u 


fd 


o 


o 


Cn 


Cn 


& 


o 


u- 


4-J 


o 


Cn 


u 


tn 


Cn 


u 


u 


tn 


Cn 


fd 


u 


-p 


4-> 


fd 


fd 


u 


tn 


tn 


-p 


fd 


4-J 


fd 


u 


tn 


o 


4^J 


u 


- u 


4J 


Cn 


tn 


cn 


Cn 


u 


O 


o 


fd 


-p 


fd 


-P 


fd 


u 


-P 


-P 


tn 


Cn 


fd 


tn 


Cn 


tn 


tn 


u 


-P 


4J 


fd 


-P 


-P 


fd 


tn 


O 


Cn 


4-J 


-P 


tn 


fd 


tn 


Cn 


Cn 


o 


U 


a 


Cn 


Cn 


tn 


fd 


u 


Cn 


fd 


fd 


cn 


tn 


u 


o 


tn 


fd 


4-J 


U 


tn 


u 


-P 


■Cn 


fd 


a 


-P 


-p 


-p 


fd 


u 


u 


fd 


-P 




4-> 


fd 


fd 


Cn 


tn 


o 


u 


Cn 


Cn 


o 


tn 


o 


u 


-P 


u 


o 


4J 


-p 


o 


Cn 


Cn 


4-3 


-p 



BNSDOCID: <WO_ 



_9836054A1_I„> 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 

40/62 



o 


o 


o 


O 


O 


O 


in 


o 


LO 


O 


LO 


o 


cn 


o 


o 


vH 


rH 


CM 


*h 








03 









E-« 


CD 


Eh 


CD 


CD 




o 


CJ 


Eh 


CJ 


CD 


CD 






r ■ 




C^ 




r i 
trH 




< 


Eh 


Eh 


rtj 


cj 


u 




O 


CJ 






cj 


CD 






cj 


Eh 


CD 


E-> 


CD 




o 


Eh 


CJ 


Eh 


CJ 




* 


< 


<: 


Eh 


o 


Eh 


CJ 




Eh 


cj 


<! 


CD 


CJ 






Eh 


CJ 


Eh 


Eh 




o 


s 

o 


o 


CD 




Eh 


O 


Eh 


X 


u 


E-i 


rf| 


CJ 




CD 


FV! 








r \ 




CD 




o 


CJ 


CJ 


CD 


a 


a 




Eh ' 


o 


Eh 


Eh 


a 


Eh 




trt 


E-t 


< 


H 


CJ 


CJ 




fdl 


Eh 


Eh 


<< 


CD 


o 




-P 


o 


O 


CJ 


< 


Eh 






< 


O 


< 


cj 


CJ 




-P 


CD 


Eh 


CD 


CJ 






o 


Eh 


Eh 


Eh 


Eh 


CD 






CJ 


O 




■< 


< 




td 


CD 


<: 


Eh 




CJ 




u 


< 


Eh 


CJ 


< 


< 




o 


CJ 


Eh 


O 


cj 


CD 




tn 


o 


CD 


CJ 




CD 




-P 


CD 


CJ 


< 




CJ 




u 


CD 


CJ 


CJ 




CJ 






Eh 


CJ 


Eh 


Eh 






-P 


Eh 


< 


Eh 


CJ 






U 


Eh 


CJ 




< 


CD 




-P 


CD 








< 




O 


< 


Eh 


CD 


< 


CD 




-P 


CJ 


CJ 


O 


Eh 


Eh 




-P 


CJ 


< 


CD 


CJ 


Eh 




u 


Eh 


Eh 


CD 


CJ 


Eh 






O 


CJ 


Eh 


<! 


CD 




u 


CD 


CJ 


CJ 


U 


< 




-P 


Eh 


CD 


CJ 


Eh 


CD 




O 


< 


CD 


< 


CD 


Eh 




tn 




< 


Eh 


B 


Eh 






o 


CJ 


CJ 


CJ 


Eh 




u 


Eh 


CD 


O 


CJ 


< 




fd 


CD 


Eh 


CJ 


< 


CJ 




tn 


CD 


CJ 


Eh 


o 


<! 






CD 


CJ 


CJ 


CD 


CJ 




o 


CJ 


CD 


CJ 


Eh 


CJ 




o 


CJ 


< 


CJ 


cj 


Eh 




o 


Eh 


CD 


CD 


Eh 


CJ 






CJ 


CD 


< 


CD 


CJ 



PCT/AU98/00085 



o 


O 


o 


o 


O 


o 


o 


LO 


O 


LO 


o 


LO 


o 


LO 




m 


rO 






LO 


LO 


CN 


CM 


CM 


CN3 




CN 


CO 





03 


tn 


05 


-P 


-P 


o 


4J 




tn 


-P 


U 


tn 


tn 


-p 


fd 




tn 


u 


-P 




4-1 


u 


03 




tn 


u 


o 


u 


O 


o 


o 




cd 


o 


a 


tn 


o 


fd 


u 




O 


o 




tn 


tn 


fd 


fd 




-p 


o 


a 


tn 


fd 


fd 


u 




tn 


tn 


-P 


tn 


rd 


-p 


4-3 






fd 


u 


fd 


O 


fd 


u 




17) 


P 


-p 


a 


tn 


u 


tn 




u 


fd 


tn 


a 


U 


fd 


-P 




tn 


fd 


fd 


.p 


tn 


tn 


tn 




tn 


a 


u 


-p 


tn 


o 


fd 




a5 


fd 


tn 


o 




tn 


o 




O 


u 


-P 


o 




tn 


a 




fd 


& 


-p 


o 


-P 


-P 


a 




tn 


tn 


u 


-p 


tn 


-P 


u 




tn 


nj 


tn 


u 


fd 


u 


u 


Q 


tn 


-P 


-P 


-p 


a 


tn 


-p 




tn 


fd 


-P 


u 


u 


tn 


o 




-U 


o 


u 


4-) 


tn 


tn 


u 


O 


a 


&> 


-p 


p> 


tn 


fd 


fd 






4-) 


u 


tn 


rd 


tn 


u 


Eh 


tn 


a 


u 


05 


tn 


tn 


o 


S 


fd. 


u 


u 


u 


tn 


-P 


-p 




tn 




a 


o 


tn 


u 


.p 




-P 


u 


tn 


u 


fd 


-p 


-p 




tn 


-p 


-p 


cd 


tn 


-p 


u 




a 


-p 


rd 


o 


aj 


tn 


-p 




a 




-P 


05 


tn 


tn 


fd 



<; 4J o td 4-3 tn o 

O o tn fd tn tn tn 

eh a tn o -p fd -p 

<J rd fd u tn tn U 

O u u fd fd tn u 

O -P tn tn tn -U -p 

<j 4-) p> tn fd tn -p 

O tn tn tn tn tn fd 

<d 4J tn fd tn -P 4-J 

f< u tn o cd tn 4-3 

<; j-) tn tn fd tn -P 
ootntntnofd ; 
Em 4-J -P tn fd tn tn 
<;tnufdU4-3tn — 
O 4-3 -p u o tn -p so 
<;otnutntnP> 
Eh fd tn tn tn -P o 
Ord-P-Ptntnfd {JD 
O tn 4J o tn tn 4_3 — 

Otnuutntnfd [ ~ L ~ 



BNSDOCiD: <WO 9836054A1 J_> 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



PCT/AU98/00085 



41 162 



ro 


ro 


ro 


rO 






VO 


vH 




vr> 


VO 


r- 


m 


ro 


CO 


ro 




n 


22 


22 



ro 


rO 


ro 


ro 




vH 


VQ 




o 


CO 


CD 


Ch 


ro 


ro 


m 


CO 


n 


22 


22 


2? 



ro 


ro 


ro 


ro 


ro 


ro 


VO 




vo 




vo 


rH 


cn 


O 


o 






CM 


ro 












22 


22 


22 


22 


2> 


22 



o 
o 
o 



o 



o 

4-3 



o 


4J 


fd 




4-3 


U 


4-J 




rd 


rd 


4-J 


Cn 


U 


o 


u 


rd 


Cn 


tn 


tn 


O 


4-J 


rd 


tn 


tn 


-U 


Cn 


O 


u 


rd 


tn 


& 


u 


tn 


rd 




tn 


rd 


rd 


4J 


Cn 


O 


o 


4-> 


Cn 


4-J 


-U 


4J 


U 


4J 


tn 




fd 


u 


O 


u 




4-J 


u 


tn 


u 


tn 


o 


4J 


rd 


tn 


rd 


tn 


rd 


o 


a 



4J 
-P 

o 



rd 
Cn 
tn 

4-J 
4-) 

4-> 

a 
tn 



o 

4-J 



rd 
U 
O 
U 
U 

u 

4J 

4-3 

u 
o 



tn 

4J 



tn 4-) 

4-) -P 



P 

u 
u 

4-) 
4-) 

tn 
Cn 
u 



Cn 4J 



u 
u 

4J 



Cn 4-> 
tn u 
rd u 



o 
o 
tn 
tn 
-P 

u 
o 
tn 



U 

rd 
o 

4-) 
4-J 

rd 
U 
U 

tn 

-P 
4J 

Cn 

4J 
4J 

rd 
O 
o 
tn 
tn 

tn 
rd 
O 
tn 
Cn 
rd 
U 
tn 

-P 

a 



tn 
Cn 



tn 
tn 



tn 4-J 
a -u 



u 
u 
u 

-P 

u 
o 

o 

Cn 

4-J 

O 
tn 
rd 
U 
rd 
tn 

4_> 

U 

4-> 

u 

tn 

rd 

tn 

tn 

tn 

tn 



tn 
tn 
tn 

4-) 

o 
4-> 

Cn 
Cn 
tn 
tn 

-P 

o 
tn 

4-> 

tn 

4-J 
4J 

tn 

4J 

u 

-P 

o 
u 
Cn 
tn 
Cn 



tn 
Cn 
tn 
rd 
a 
o 
o 
o 
tn 

4-3 

tn 
tn 
tn 
-p 
tn 
rd 
o 
rd 
u 
tn 



rd 
O 
U 
tn 

4-J 

o 
u 
rd 
(d 



tn 
-P 
-P 
tn 
tn 
rd 
o 

4J 

u 
o 

tn uo 
tn 

tn is 

tn O 

rd X 

tn H 

rd ^ 

4-J 

rd 
o 



tn o 



4P 

u 
u 
o 

4-J 
rd 

u 
o 
tn 



O o 

CJ Eh 

^ O 

CJ CJ 



<1 



Eh 



Eh 



CJ CJ 

CJ Eh 

CJ CJ 

*C CJ 



rd 


u 


4-J 


tn 


tn 


rd 


tn 


-P 


-p 


O 


o 


tn 


tn 


-p 


tn 


4P 


rd 


u 


tn 


tn 


rd 


-P 


o 


-P 


rd 


4-J 


rd 


Cn 


-p 


rd 


rd 


tn 


u 


tn 


o 


o 


aj 


4-J 


4J 


o 


tn 


tn 


rd. 


u 


o 


u 


tn 


-p 


a 


u 


4-> 


tn 


tn 


o 


o 


tn 


4-4 


4J 


tn 


u 


tn 


rd 


4-> 


o 


rd 


4-J 


a 


4P 


tn 


4-4 


O 


-P 


o 


a 


tn 


-p 


tn 


4-J 


rd 


tn 


o 


tn 


u 


a 


a 


rd 


rd 


rd 


o 


o 



fit 



CJ CJ 

o <J 

cj <; 

u u 

& o 

O Eh 



O 

E-t 



a < 

cj Ei 

cj cj 

Eh Eh 

CJ CJ 

< fit 

o <! 

to CJ 

03 fit 

o <! 

td ft 

u E-i 

cj) <; 

o cj 

U Eh 

-P fit 

tn a 

o CJ 

4_> cj 

fd cj 



CJ 
CJ 
CJ 
Eh 
CJ 
CJ 
Eh 
CJ 

Eh 
Eh 
Eh 
CJ 
CJ 
Eh S 
< O 



Eh 
Eh 



CJ 



Eh Eh 

O Eh 

CD O 

fit << 

CJ CJ 



fit 
Eh 



CJ O 



Eh 



CJ S 
M 

fit - 

CJ 

CJ 

Eh 

Eh 

Eh 

CJ 

Eh 

< 

CJ 

rt 
CJ 
O 



CJ 
CJ 
CJ 
CJ 

&H 



r \ 


r \ 
W 




4-3 


tn 


tn 


O 


4-J 


o 


{Q 




rri 










4 — i 


tvj 


to 












r 






(J) 


rri 




4 — ' 


LJ J 


4J 


±J 


4J 


rd 


o 


4J 


tn 


o 


4P 


rd 


4-> 


rd 


O 




-P 


tn 




4J 


4P 


Cn 


O 


U 


to 


a 


4P 


tn 


tn 


u 




4-> 


rd 




tn 


O 


CJ 


4~J 


O 


Eh 


a 


a 


Eh 


a 


u 


CJ 


o 


tn 


CJ 


-p 


4P 


Eh 


tn 


-P 


CJ 


4-3 


tn 


CJ 


tn 


4-J 


CJ 


_M 


r ) 


Eh 


O 


rd 


<: 


a 


tn 


o 


4J 


rd 


o 


rd 


tn 




a 


tn 




tn 


-P 


CJ 


rd 


tn 


CJ 


rd 


tn 


CJ 


rd 


rd 



CJ 

o 
o 



CJ 
CJ 
CJ 

o 

Eh 



tn 
tn 
rd 
u 
u 
o 
tn 

rd 

o 
u 



tn 
tn 
tn 
o 
o 
u 
a 

rd 
rd 
u 



BNSDOCID: <WO_ 



_9B36054A1_1_> 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



PCT/AU98/00085 



42/62 



CO 


ro 


ro 


ro 


ro 


UD 










CXI 


ro 


ro 
















11 


n 









ro 


ro 


ro 




ro 


ro 


ro 


ro 




t — I 




i 


U3 




vo 






V£> 


in 


LO 










CD 


CO 


CO 












*^ 








n 








u 


n 


11 


n 





U 


P> 




cj 


cj 


Eh 


u 


u 




<! 


cd 




o 


_p 




o 


<J 


Eh 


rci 


u 




CD 


cd 


<! 


4-3 


rd 




Eh 


Eh 




o 


u 




O 


cd 


CJ 


4_J 






cd 


CJ 


CJ 


tn 


o 


* 




Eh 




rd 


rd 




cj 


cd 




u 


L) 






<! 
















o 


U 


o 


CJ 


CD 


Eh 


o 


O 


X 


<! 


CD 


O 


rd 


u 




CD 


Eh 


Eh 


o 


tn 




En 


Eh 


CD 


tn 


4-3 




O 


r< 


Eh 


4J 


o 




O 


CD 


O 


tn 


o 




tn 


< 


CJ 




u 




rd 


CJ 


u 


«5 


u 




O 


Eh 


CJ 


tn 


4-3 




u 




CJ 


tn 


u 




u 




CJ 


cd 


o 




a 


CD 


CJ 


tn 


u 




-P 


CD 


CJ 


& 


u 




a 


Eh 


Eh 


cd 


tn 




tn 


CD 




tn 


cd 




4-3 


Eh 




tn 


o 




u 


CJ 


CJ 


cd 


4J 




tn 


< 


CJ 


tn 


O 




u 


CD 


CJ 


tn 


4-> 




o 


CD 


CJ 


tn 


O 




o 


Eh 


CJ 


tn 


cd 




o 




CJ 


tn 


u 




tn 




Eh 


cd 


u 




rd 




CJ 


U 


a 




o 




CJ 


u 


-P 




4-> 




Eh 


tn 


-U 




o 


cj 


CD 




U 




u 




Eh 


u 


u 




rd 




CJ 


tn 


o 




bi 




CJ 


4-3 


tn 




-P 


o 


CJ 


o 


rd 




o 




CJ 


tn 


-P 




tn 


CJ 


Eh 


tn 


rd 




tn 


CJ 


CJ 


4J 


o. 




rd 


CJ 


< 


4J 


o 




a 


CJ 


CJ 


o 


o 




o 


&h 


CJ 


tn 


o 




a 


Eh 


CJ 


tn 


& 




o 


CJ 


CJ 


rd 


cd 




tn 


CJ 


Eh 



Eh 

< 
CJ 



CJ 



CD 
CD 



CD CD 



CD 
< 
CJ 
CJ 
CJ 



CD 



CD 



CD 
E-» 
CD 
*C 
CD 
Eh 
Eh 
Eh 

CJ 
< 
CJ 



CD 
CD 

Eh 

a 

CJ 
Eh 

Eh 
CJ 
^ 
CJ 
CJ 

cj 

Eh 
Eh 
Eh 
Eh 



Eh 
(J 
Eh 



CD 
CD 

Eh 
CJ 
CJ 
Bh 
CJ 
CJ 
CJ 
CJ 



Eh 
CJ 
CJ 
CD 
<! 
CJ 
CD 

Eh 

< 

CJ 
CJ 
CJ 
CD 
^ 
CD 
Eh 
CJ 



CJ Eh 

<! Eh 

Eh CJ 

CJ CJ Eh 

CJ CJ 

CD 



Eh 

u 

CD 
CJ 
CJ CJ 



tH 

CD 
CD 
CJ 
CJ 
CD 
CD 
CD 
CD 
Eh 



CJ 



CJ 

CD CJ 

< Eh 
CJ CJ 
O <C 
CD CJ 

< cj 

CJ CJ 

CJ Eh 

CJ CJ 



Eh 
Eh 



CD CD 
Eh CD 



CJ 

Eh 

CD 
<! 



rd 
O 

-P 
4-3 

o 
tn 
to 

4J 

tn 
cd 

a 
tn 
rd 
rd 
rd 
< 
CJ 

&H 

Eh 
CJ 

Eh 

<: 

CJ 
CD 
CD 
CD 

< 
CJ 
CD 

Eh 
Eh 



CJ 
CJ 

a cj 

CD CJ 

CD CD 

rfj Eh 



Eh 
CJ. 



CD 
Eh 
Eh 



<; cd 

CJ < 

CJ CJ 

CD CJ 



Eh 
Eh 



CJ CJ 
CJ < 
CD CJ 



CJ 
-U 
U 
tn 
tn 

4-3 

a 
u 
o 
u 

tn 

-P 

tn 

4-3 

u 

-P 

-tn 

4-3 

u 
o 

tn 
rd 
U 
rd 
tn 
rd 
a 
tn 

O) 

4J 
O 

u 
u 

(ti 

U 

a 

tn 

cd 

o 

fd 

tn 

tn 



rd 
tn 
cd 
u 

4-3 

rd 
tn 
u 

-U 
4J 

rd 

4-3 
4J 

tn 
tn 

4-3 

a 

cd 

a 

o 

rd 

rd 

tn 

cd 

4J 

rd 
a 
o 

cd 
u 
tn 

-U 
CJ 
4J 
4-J 

tn 

U 
-P 

cd 
o 
cd 

CJ 

o 
o 
rd 
u 
cd 



o 

4J 
U 

-P 

tn 

4-3 

tn 
tn 

tD 

rd 
-P 

o 
o 
tn 
u 

rd 

fd 
tn 

-P 
-P 

o 
-p 
tj) 

tn 
-P 
u 
tn 
tn 
cd 

o 
o 
o 
tn 

4J 
4J 

tn 
-P 
tn 
-p 

tn 

-P 

4-1 

fd 
rd 
tn 
cd 
tn 
rd 
rd 



o 
-P 



BNSDOCID: <WO 9B36054A1J_: 



SUBSTITUTE SHEET (RULE 26) 



WO 98/36054 



PCT/AU98/00085 



43/62 



EXON III CACTGCTTTGAAACgtgagtgggggtgcgaacggag 
gggtgcggggacgggcaggaacagggctggagggagtgccaccga 
actttacctctggtctgatgccagacttgggcgtgaaagttgtgc 
gtggatgcggcctggtgttctcctgagccccaggctgtgctgcag 
ccggttacacccactccagttccctttgggtctcctggagggaac 
cctgttcaggttattccagaatgttcttccagaacatttccacac 
acttttgggtattctctccctttttctttcaacccaaagttcacc 
actgaceatcccaccctcatcccccctcctggtggacggtgcggt 
acagtgtggggcactgagccaaggccagcacccccgggccgctgt 



INTRON C (716 BP) 



gtggactccatcctgccaatcccacattggcgtggtgcatctccc 
cattcctccttgggctgcatgggggtgcccctggaggccttggct 
caatgcaaggctccttgggacagctctgggaggtgacaagacccc 
acccttctgctgcaggagcaggtcctagactttggttgtggtctg 
tctgggctccttcatttctgcaggggaccctgggtgttagcaagt 
agcagcaacaccacagtttcccctcctgcactggaccccagttgt 
gctcaggtagccagccctccatccagggcccctgactgctctctt 

ctcttctgccagctatagTGACCTTAGTGATCCC EXON IV 



t 

ALTERNATIVE 
SPLICING EVENTS 



SHORT IS0F0RM 
i 

CACTGCTTT6AAACTGACCTTA6T6ATCCC 
H C F E T D L S D P 



LONG IS0F0RM 



FIGURE 17 



CACTGCTTTG AAAC CTATA6TG AC CTT AGTG ATCCC 
HCFETYSDLSDP 
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FIG 18(AI) 



FIG 18 (AID 



FIG 18(A) 
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